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A number of compounds, related to sulfanilamide, were synthe-
sized and tested on ctremotherapeutic activity.
Various sulfanilarnidothiazoles, with substituents in the positions
4. or 5 in the thiazole nucleus, and 2-sulfanilamidothiazoline, were
prepared. These Nr-derivatives of sulfanilamide were obtained
by reaction of N-acetylsulfanilyl chloride with the appropriate
amines in the presence of anhydrous pyridine.
The removal of the acetyl group was effected by refluxing with
2 N sodium hydroxide solution or with 6 N hydrochloric acid.
Nr-derivatives oI sulfanilamide of some substituted selenazoles,
oxazoles, isoxazoles and triazoles were prepared by the same
method.
A procedure is given Íor the preparation o[ 2-acetylamino-4-
methylthiazole-S-sulfochloride. Reaction with ammonia, anil ine,
2-aminopyridine and 2-amino-4-methylthiazole, followed by acid
hydrolysis of the acetyl group, resulted in sulfamides which are
similar in structure to well-known active cornpounds.
The new products were investigated on their chemotherapeutic
activity against mouse septicemia caused by pneumococci (type I).
The drug, in a l0 % aqueous suspension, was administered once
a day by a stomach tube. Three mice were infectedintraperitoneally
with an equal dosis of pneumococci (20000 organisms) ; immedi-
ately afterwards two of them were treated with 40 mg of the new
drug and of 2-sulfanilamidopyridine respectively. The experiment
was continued for f ive days, except rvhen the mouse died before-
hand.
The course o[ the septicemia in each mouse was traced by
counting the number o[ bacteria in a loopful of blood by the plate
method twice a day. By comparing the progress of the septicemia
in these three mice, we could deduce the activitv o[ the tested
compound.
Each sulfamide was tested in two of such series.
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The compounds synthesized and their related effectiveness are
shown in  the  tab les  24 ,25  and 26  on  pages 76 ,77  and 78 .
Table 24. As is well-known, the substitution of a methyl group
in position 4 in 2-sulfanilamidothiazole, has no appreciable effect
on the activity. Substitution by the ethyl, tert.butyl or phenyl
groups especially increases the toxicity, without eliminating the
activity. Substitution of a carboxyl group, either in 4 or 5 position,
resulted in loss of activity ; 2-sulÍanilamido -4-methyl-5-carboxy-
thiazole, however, proved to be active. The corresponding 4,5-
dimethyl compound is somewhat inÍerior to 2-sulfanilamidopyri-
dine ; an activity equal to that of the last mentioned compound
was found for 2-sulfanilamidothiazoline.
Table 25. Though toxic, the sulÍanilamide of 2-amino-4-methyl-
selenazole is sti l l  active ; the corresponding phenyl compound did
not show activity. A remarkable result is found for the isoxazoles;
the 5-sulfanilamido-3-phenylisoxazole proved to be as active as
2-sulfanilamidopyridine, whereas the 3-methyl derivative is only
shghtly active.
The sulfanilamido derivatives oÍ oxazole and triazole are inac-
tive.
Table 26. As for 2-amino-4-methylthiazole-5-sulfamide and its
derivatives, they all were found to be inactive. The anil ide, iso-
rneric rvith 2-sulfanilamido-4-methylthiazole, proved to be very
toxic.
